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this review: (1) morphology, (2) motion and (3) rapid shape 
changes. The proposed physiological roles to which various 
mitochondrial arrangements contribute and difficulties in 
interpreting some of the physiological conclusions are also 
outlined.  © 2013 S. Karger AG, Basel 
 Introduction 
 Mitochondria control virtually every aspect of cell 
function by providing a continuous supply of adenosine 
triphosphate (ATP), modulating Ca 2+ signalling, influ-
encing reactive oxygen species (ROS) levels and regulat-
ing redox control (via glutathione and ROS mainte-
nance). Mitochondria may rapidly change from control-
ling normal cell function to promoting cell death as the 
organelles also play a central role in necrosis and apopto-
sis  [1–3] . Mitochondrial function is acknowledged to de-
pend on the organelles’ structure and the organelles’ 
structure is, in turn, controlled by cell function. From 
these experimental observations the deduction is made 
that changes in mitochondrial structure are important to 
the normal function of cells. Support for this deduction 
seems to come from the frequent dynamic re-organisa-
 Key Words 
 Mitochondrial dynamics · Smooth muscle proliferation · 
Mitochondrial fission · Mitochondrial fusion 
 Abstract 
 The diversity of mitochondrial arrangements, which arise 
from the organelle being static or moving, or fusing and di-
viding in a dynamically reshaping network, is only beginning 
to be appreciated. While significant progress has been made 
in understanding the proteins that reorganise mitochondria, 
the physiological significance of the various arrangements is 
poorly understood. The lack of understanding may occur 
partly because mitochondrial morphology is studied most 
often in cultured cells. The simple anatomy of cultured cells 
presents an attractive model for visualizing mitochondrial 
behaviour but contrasts with the complexity of native cells 
in which elaborate mitochondrial movements and morphol-
ogies may not occur. Mitochondrial changes may take place 
in native cells (in response to stress and proliferation), but 
over a slow time-course and the cellular function contribut-
ed is unclear. To determine the role mitochondrial arrange-
ments play in cell function, a crucial first step is characterisa-
tion of the interactions among mitochondrial components. 
Three aspects of mitochondrial behaviour are described in 
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tions of mitochondria that occur in some normal cells 
and the morphological changes in the organelle that ac-
company many human diseases, which include myopa-
thies, diabetes mellitus, liver diseases, neurodegenera-
tion, aging and cancer  [4–8] . However, the changes in 
mitochondrial structure may be secondary to (rather than 
causing) the alteration in cell performance and precisely 
how changes in mitochondrial structure influence cell 
function in health and disease has neither been confirmed 
nor even demonstrated. Nevertheless, the dynamic re-or-
ganisation of mitochondria and changes in organelles’ 
structure must regulate cell function. An understanding 
of the potential physiological functions to which the 
changes in mitochondrial arrangement may contribute 
requires characterisation of the mitochondrial pheno-
type. In this review the diversity of mitochondrial struc-
tures and dynamics is outlined along with proposed phys-
iological roles of the various arrangements.
 Mitochondrial Morphologies 
 Mitochondria have a double membrane arrangement 
which separates the organelle into four distinct compart-
ments – the outer membrane, the intermembrane space, 
the inner membrane, and the matrix. Each compartment 
serves different functions. The outer membrane contains 
a number of porins which permit free diffusion of mole-
cules into the space between the outer and inner mem-
branes. The space between the two membranes (inter-
membrane space) contains proteins (e.g. cytochrome c) 
that play major roles in mitochondrial energetics and 
apoptosis. In contrast to the outer membrane, the inner 
membrane is highly impermeable and most ions and 
molecules require transporters to cross. The inner mem-
brane contains a large component (20%) of the total mi-
tochondrial protein composition, amongst which are 
transporters for carrying proteins into the matrix (e.g. 
translocase of the inner membrane) and the enzymes of 
the electron transport chain. The matrix contains most of 
the enzymes that are responsible for the citric acid cycle 
reactions.
 Beyond the acknowledged membrane arrangement, 
the morphology, and indeed distribution of the organelle, 
varies enormously among cell types. The conventional 
description of mitochondrial structure is derived largely 
from electron microscopy (EM) studies and characterizes 
mitochondria as spherical or short rod structures posi-
tioned in various parts of the cytoplasm. However, the 
significant extent to which mitochondria differ between 
cells is only beginning to be acknowledged. Mitochondria 
in fibroblasts are usually long filaments (1–10 μm in 
length with a fairly constant diameter of  ∼ 700 nm), 
whereas in hepatocytes mitochondria are more uniform-
ly spheres or ovoids  [9] . In native vascular smooth mus-
cle, mitochondria are ovoid or rod-shaped organelles 
 [10–13] , whereas in the endothelium a tubular mitochon-
drial network exists  [14] . Even within individual cells, mi-
tochondrial structure varies. In skeletal muscle, mito-
chondria are ovoid structures and two populations may 
exist – one positioned close to the sarcolemma, the other 
embedded among the myofibrils  [15] . The subsarcolem-
ma mitochondria are rounder and smaller than those em-
bedded among the myofibrils  [16] . In pancreatic acinar 
cells there are three different regional groups of function-
ally unconnected mitochondria; one group in the periph-
eral basolateral region close to the plasma membrane, an-
other around the nucleus and a third positioned in the 
periphery of the granular region separating the granules 
from the basolateral area  [17] . The three distinct mito-
chondrial groups may serve various functions as implied 
by the observation that each group is activated indepen-
dently by specific types of cytosolic Ca 2+ signals  [17] . In 
cardiac myocytes there are also three distinct popula-
tions: perinu clear, subsarcolemmal and interfibrillar. Mi-
tochondria in the perinuclear region are more rounded in 
appearance and densely packed than elsewhere  [18, 19] .
 Together these observations highlight some of the 
structural diversity and suggest mitochondria are ovoid 
or rod-shaped entities positioned in various parts of the 
cytoplasm, in broad agreement with conventional EM de-
scriptions of mitochondria. While the resolution of EM 
has provided detailed insights into mitochondrial struc-
ture, the disadvantage of EM is that it provides only a 
snap-shot of the arrangement of mitochondria at a par-
ticular fixed point in time. In addition, EM sections are so 
thin that the entire mitochondrial morphology cannot be 
understood without serial sections and image reconstruc-
tion, which is rarely done  [16, 20] .
 More recently, understanding of the structure of mito-
chondria has been revised with live cell imaging and the 
proposal that mitochondria exist only as ovoid solitary 
structures has been challenged  [21] . Rather than being 
solitary structures, a single mitochondrion consisting of 
a continuous mitochondrial reticulum spread through-
out the cell has been proposed  [22, 23] . This single struc-
ture may permit the rapid diffusion of solutes within the 
organelle. Two explanations were put forward to explain 
the solitary ovoid or rod-shaped appearance of the organ-
elle seen in other investigations. First, the solitary appear-
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ance may arise from the mitochondria that have frag-
mented in cells that are unhealthy and oxidatively stressed 
 [24] . Or, secondly, the solitary ovoid-shaped appearance 
may be image slices of the same mitochondrion sectioned 
through small slivers of a single mitochondrial reticulum 
network  [21] . The ovoid-shaped mitochondrial struc-
tures that have been isolated from cells, and which would 
appear to support the conventional EM description of mi-
tochondrial structure, were suggested to be a fraction-
ation artefact arising from vesicles fragmented from the 
original mitochondrial network present within the cell 
 [24] .
 In keeping with the proposal that mitochondria are 
interconnected structures, in various cultured cells the 
organelle has a diverse appearance. In cultured vascular 
smooth muscle, mitochondria exist as long filamentous 
entities, loops and networks ( fig.  1 ). Several recurring 
types of mitochondrial structural classes have been iden-
tified in cultured cells ( fig. 1 ). These include small spheres, 
swollen spheres, straight rods, twisted rods, branched 
rods and loops  [25] ( fig. 1 ).
 In native vascular smooth muscle cells, however, mito-
chondria do not have the same diversity and appear as 
solitary spheres and rods of various sizes ( fig. 1 ). Indeed, 
rods and spheres appear to characterize the structure of 
mitochondria in native cells of most tissues  [26] . It seems 
unlikely that the solitary rods and spheres are a conse-
quence of either oxidative stress or the method of visual-
izing the organelle. Mitochondria in native cells are not 
coupled electrically, as would be expected if the organelles 
formed a continuous network  [27, 28] . Rather, the mem-
brane potential of individual mitochondria change inde-
pendently of even very close neighbours ( fig. 2 )  [28–32] . 
This lack of electrical coupling suggests mitochondria ma-
a b
c d
 Fig. 1. Mitochondrial phenotypes in native and cultured smooth 
muscle cells.  a A cultured single vascular smooth muscle cell show-
ing the arrangement of mitochondria. The organelle is scattered 
through the cytoplasm and is arranged in various orientations. Mi-
tochondria were labelled with MitoTracker Green.  b Example mi-
tochondria showing the diverse phenotypes that include small 
spheres, swollen spheres, straight rods, twisted rods, branched 
rods and loops.  c A native smooth muscle cell showing the arrange-
ment of mitochondria. The organelle is distributed throughout the 
cytoplasm and appears to be largely organised parallel to the long 
axis of the cell. Mitochondria were labelled with MitoTracker 
Green.  d Example mitochondria showing the relatively uniform 
mitochondrial phenotype (when compared to the cultured cell) of 
spheres and straight rods. Scale bars = 10 μm. 
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trices are structurally separate entities. Since the differ-
ences in mitochondrial arrangements in cultured and na-
tive cells were measured under identical imaging condi-
tions ( fig. 1 ), the organelle may undergo a reorganisation 
in culture conditions. Notwithstanding the apparently less 
complicated appearance, there are a wide variety of mito-
chondrial sizes in native vascular smooth muscle cells 
( ∼ 0.5–10 μm;  fig. 1 ). Whether or not the larger structures 
are single large mitochondria, several clustered but sepa-
rate mitochondria or a localized network is presently un-
known. Indeed, although to date changes in mitochon-
drial morphology have not been directly observed, they 
may occur in native muscle cells. For example, in the vas-
cular system in pulmonary hypertension  [33] , mitochon-
dria were smaller than those in control pulmonary artery 
smooth muscle. In venous smooth muscle from patients 
with renal failure  [34] , mitochondria were larger than 
controls. These observations suggest the organelle’s struc-
ture undergoes change in vascular disease. Other changes 
occur. Giant mitochondria are seen in aging cells and in 
cells with metabolic injuries  [5, 6] . In atrophied skeletal 
muscle, as a result of autophagy, the distribution of mito-
chondria changes from an organised arrangement of in-
termyofibrillar and subsarcolemmal mitochondria, to 
scattered and disorganized throughout the fibre  [35] . To-
gether, despite the relatively constant appearance of mito-
chondria in native cells, structural reorganisation does oc-
cur at least in cases of stress.
 Functional Significance of the Various Mitochondrial 
Morphologies  
 While the significant differences in the structure of mi-
tochondria are presumably important for cellular physi-
ology, the function(s) served by the various arrangements 
is unclear. One proposal is that mitochondrial morphol-
ogy and distribution is determined by the energetic re-
quirements of the cell. Early studies showed that a revers-
ible ultrastructural change in mitochondria accompanied 
changes in metabolic state. Active mitochondria, from 
native liver cells, had an increased matrix electron opac-
ity and a smaller matrix volume than metabolically inac-
tive mitochondria  [36] . The relationship between small 
mitochondria and high energetic requirements of the cell 
was questioned in later studies  [37, 38] . Mitochondrial 
networks, it was subsequently proposed, characterize 
metabolically and energetically active cells and small mi-
tochondria are more common in quiescent and respira-
tionally inactive cells  [37, 38] . The prevalence of mito-
chondrial networks in cultured muscle cells, including 
those derived from heart  [37] , appeared to support the 
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 Fig. 2.  b Transient ΔΨ M depolarization in individual mitochon-
dria. The ΔΨ M of individual mitochondria for approximately half 
of one intact smooth muscle cell. The ΔΨ M was measured by mem-
brane potential fluorophore TMRE (10 n M ). The fluorescence in-
tensity from TMRE (10 n M ) is directly proportional to the ΔΨ M of 
individual mitochondria. Two subregions ( a ,  c ) are shown on an 
enlarged scale and the fluorescence intensity of four individual, 
neighbouring mitochondria measured (regions are shown circled 
in four colours that correspond to the four coloured traces in 
graphs  ai and  cii ).  aii ,  ci Selected frames at the times indicated 
show localized regions of TMRE fluorescence fluctuation (red ar-
rows).  ai ,  cii Fluorescence intensity (F) of individual regions of 
interest of corresponding colour, normalized to initial fluores-
cence values (F 0 ) show that in both cases the regions circled in red 
transiently lose (depolarize) then regain (repolarize) fluorescence. 
Thus, since the ΔΨ M of mitochondria may change independently 
of close neighbours, the organelles are a series of individual struc-
tures [from Avlonitis et al.,  29 ]. 
D
ow
nl
oa
de
d 
by
: 
D
ur
ha
m
 U
ni
ve
rs
ity
   
   
   
   
   
   
   
   
   
   
   
   
  
12
9.
23
4.
25
2.
65
 - 
6/
2/
20
14
 1
2:
35
:5
0 
PM
 Mitochondria Morphology and Function  J Vasc Res 2013;50:357–371 
DOI: 10.1159/000353883
361
relationship between the occurrence of networks and en-
ergetic activity. The extended interconnected mitochon-
drial network was suggested to enable efficient mixing of 
mitochondrial content to increase the respiratory activity 
 [37] . However, the proposed relationship between net-
works and high metabolic activity was itself questioned 
by the observation that experimentally increasing the ex-
tent of networking decreased mitochondrial respiration 
in HeLa cells  [39] .
 It is of significance that, in mammalian cells, mito-
chondrial networks appear to be unique to cultured cells, 
and the proposed relationship between networks and en-
ergetically active cells is at odds with mitochondrial mor-
phology in native cardiac and smooth muscle cells. In 
each of these native, high-energy-demand cell types mito-
chondria are ovoid or short rod shapes. Perhaps the in-
creased surface area of small mitochondria may facilitate 
the exchange of metabolites.
 Assigning a function to the mitochondrial morphol-
ogy that exists in a particular cell type (e.g. networks in 
energetically active cells) has also been complicated by the 
observation that pronounced mitochondrial morpholog-
ical changes can occur within one cell type, most notably 
during cell cycle progression. At the G1-S cell cycle tran-
sition, mitochondria change from being isolated, frag-
mented organelles to a hyperfused network in the normal 
rat kidney epithelial cell line  [38] . The reorganisation may 
be important for determining cyclin E buildup and cell 
cycle progression  [38] .
 Perhaps rather than energetic status, changes in mito-
chondrial structure may influence other crucial but more 
transient cellular functions such as Ca 2+ and ROS signal-
ling, or biosynthetic processes. A mitochondrial network, 
for example, may determine the nature of the mitochon-
drial Ca 2+ signal. In HeLa cells stimulated with histamine, 
mitochondrial Ca 2+ uptake initiated at preferential points 
of the mitochondrial network and the [Ca 2+ ] increase 
travelled along the network  [40] . When the network was 
fragmented, local increases in mitochondrial [Ca 2+ ] oc-
curred in response to histamine, but diffusion of Ca 2+ was 
limited and smaller mitochondria had a smaller Ca 2+ rise 
 [40] . A mitochondrial network near the nucleus may also 
be important for gene transcription in response to hyp-
oxia in intact lungs and cultured pulmonary artery endo-
thelial cells  [41] . In this case, perinuclear clustering of mi-
tochondria was triggered by hypoxia and resulted in in-
creased ROS in the nucleus, which in turn caused oxidative 
modification of the vascular endothelial growth factor 
promoter, decreasing the transcriptional complex assem-
bly and mRNA expression  [41] .
 Thus, in cultured cells there are a wide variety of mi-
tochondrial phenotypes which include small spheres, 
swollen spheres, straight rods, twisted rods, branched 
rods and loops, and there are clear changes in mitochon-
drial organisation that occur between and within cells. In 
native cells mitochondria morphology changes during 
stress, but the physiological function and significance of 
the changing mitochondrial phenotype is largely un-
known. The question arises, if mitochondrial networks 
are critical to normal cellular and mitochondrial func-
tion, how do many native cells maintain activity in the 
virtual absence of a structural mitochondrial network?
 Mitochondrial Motion 
In many cells the distribution of mitochondria is not 
uniform and the organelles accumulate in particular sub-
cellular regions which require high metabolic activity. Ex-
amples include mitochondrial accumulation in active 
growth cones of developing neurons  [42] and dendritic 
protrusions in spines and synapses  [43] . The apparently 
specific location of mitochondria implies that movement 
of mitochondria occurs. Indeed, in various cultured cells, 
including cultured vascular myocytes, mitochondria ap-
pear to move almost constantly. Several types of dynamic 
behaviour have been identified  [44–46] and include 
Brownian motion, in which the organelle shows mostly 
small-scale, thermally driven, random movements 
( fig. 3 ). Stochastically determined, directed motion is an-
other type of movement  [44] in which short-range mo-
tor-driven events occur with various randomly deter-
mined durations. Long-range motor-driven displace-
ment is also frequently evident. In this case the organelle 
travels at significant speeds, at times for considerable dis-
tances, in a single path. In our observations, the speed of 
mitochondria undergoing directed motion was variable 
and short bursts of motion up to 160 nm s –1 occurred at 
room temperature. At 37   °   C the movement was signifi-
cantly faster and bursts reached velocities of 1,000 nm s –1 . 
Other types of mitochondrial movement include mito-
chondrial extension, in which the organelle increases its 
length by a process which is quite distinct from fusion 
(online suppl. video 1; for all online suppl. material, see 
www.karger.com/doi/10.1159/000353883). Retraction is 
another type of motion in which the mitochondria de-
creases its length by a process other than fission (online 
suppl. video 1). Extension and retraction, in our observa-
tions, occurred in rod-shaped but not in spherical mito-
chondria. Rod-shaped mitochondria, when undergoing 
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 Fig. 3. Mitochondria are largely immobile in native and highly dy-
namic in cultured cerebral resistance artery smooth muscle cells.
 a Motion tracks of the 6 most motile mitochondria from native
cells (top) are compared with the organelles’ typical movement in 
cultured cells (bottom). The plot shows the x-y displacement and 
velocities of each mitochondrion. Mitochondria in native cells show 
almost no movement, whereas those in cultured cells engage in brief 
bursts of motion at speeds of  ∼ 160 nm s –1 , resulting in substantial 
movement of the organelle.  b To provide a sense of scale of the 
movement the motion tracks (in red) are overlaid on the mitochon-
dria images. The yellow circles show the position of the mitochon-
dria’s centre in the first frame of the sequence. The red motion tracks 
on the mitochondria of the native cells are  ∼ 1 pixel and so difficult 
to visualize.  c The displacement of the tracked mitochondria plotted 
as a function of time. Displacement is defined as the distance be-
tween the position of an organelle at time t and at time t = 0. Mito-
chondria in cultured cells (blue) undergo bursts of motion that cov-
er large distances when compared to the displacement of mitochon-
dria within the native cells (red).  d The instantaneous speed of 
tracked mitochondria (native, red; cultured, blue) was measured by 
comparing the organelles position over 1-second intervals. The 
speeds have been separated in the vertical axis for clarity. Aside from 
two global motion events due to slight contraction of the entire cell 
(shown in grey) the mitochondria in the native cell are inactive. In 
the cultured cell many bursts of high-speed motion occurred with a 
maximum speed of typically 100 nm s –1 . In all experiments TMRE 
was used to visualise mitochondria and the experiments were car-
ried out at room temperature [from Chalmers et al.,  26 ]. 
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100 nm
Microtubule
Mitochondrion
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Kinesin
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Ca2+ Ca2+
Ca2+ release detaches motor
complex
?-tubulin
a
b
 Fig. 4. Illustration of the general scheme adopted by the eukary-
otic organelle transport network.  a Tubulin dimers polymerise to 
form a cylindrical microtubule. One end of the molecular motor 
(kinesin or dynein; green) binds to sites on the microtubule along 
which they ‘walk’. The other side of the molecular motor attaches 
to specific membrane-associated proteins (e.g. miro or syntabulin; 
red) on the mitochondria via specialized linker proteins (milton; 
blue)  [8] . Signalling molecules, such as Ca 2+ , regulate the attach-
ment (left inset) of the motor/linker complex  [7, 8] to provide mi-
tochondrial positioning control  [108] .  b Kinesin is vanishingly 
small when compared to the size of the mitochondrion. The car-
toon of a mitochondrion, microtubule and kinesin motor protein 
is drawn approximately to scale. The microtubule is  ∼ 24 nm in 
diameter and has attached the kinesin motor protein feet. The feet 
are separated by  ∼ 5 nm  [50] . The kinesin feet are attached to the 
mitochondrion via a lengthy ( ∼ 70 nm) coiled coil connecting stalk 
 [109] . The mitochondrion drawn in the figure is 2,000 × 500 nm. 
Kinesin is small when compared to the mitochondrion (the inset 
shows an expanded view of kinesin feet). Perhaps multiple kinesin 
motors attach to a mitochondrion to achieve higher speeds in mi-
tochondrial movement  [51, 110] . An interplay of multiple motors 
moving in opposing directions may create a ‘tug of war’ to regulate 
the organelle’s direction of movement and speed  [111, 112] . 
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directed motion, may significantly change shape and the 
organelle may extend, retract and bend while moving. 
Spherical mitochondria do not appear to alter their shape 
when moving.
 Motor-driven mitochondrial displacements, includ-
ing those in vascular smooth muscle, are bidirectional – 
some organelles move towards, others away from the nu-
cleus. On occasion mitochondria rapidly switch direc-
tions, on the timescale of seconds. Mitochondria may also 
shift between rapid movements with speeds of several 
hundred nm s –1 and being essentially stationary. The var-
ious observations suggest that the machinery on the mi-
tochondrial membrane must include motors and anchor-
ing components.
 In mammalian cells, the microtubule network pro-
vides the backbone on which organelle transport occurs 
with the help of motor and linker proteins  [47] ( fig. 4 ). 
Immobilization of mitochondria on the cytoskeleton can 
be achieved by docking with actin  [48] or microtubules, 
the later using syntaphilin  [49] . Microtubules are hollow, 
24-nm (outer diameter) cylinders built by polymerizing 
repeating dimer units, each consisting of an alpha- and 
beta-tubulin globular protein. The motor proteins are
the kinesin and dynein families of microtubule-binding 
ATPases that provide the source of processive motion of 
mitochondria ( fig. 4 ).
 Kinesin and dynein motors each consist of a pair of 
microtubule-binding globular proteins (feet) that are at-
tached to a long body ( fig. 4 ). The feet bind to specific sites 
on microtubules and each binding site is  ∼ 8 nm apart. In 
the case of kinesin, each foot attaches to successive bind-
ing sites on the microtubule so kinesin ‘steps’ are each 
about 8 nm. In our studies, mitochondrial velocities of 
1,000 nm s –1 we observed in single cells at 37  °  C  [26] . This 
velocity corresponds to 125 kinesin steps s –1 , which is 
close to the maximum speed of the kinesin motor report-
ed from in vitro assays  [50] . Dynein ‘steps’ may be larger 
than those of kinesin; dynein feet are separated by be-
tween 1 and 4 binding sites along the microtubules, so 
dynein steps are 8, 16, 24 or 32 nm apart  [51, 52] .
 Significantly, the intrinsic structural polarity of the 
microtubule ensures that motor feet bind aligned in a spe-
cific direction to effectively create a ‘front foot’ and ‘back 
foot’. ATP hydrolysis triggers the unbinding of motor feet 
from the microtubule and, by a mechanism that is not 
fully understood, preferentially unbinds the back foot. 
Some mix of stochastic Brownian forces and directed 
force, employing energy from ATP hydrolysis, may move 
the back foot two binding sites along the microtubule, i.e. 
to the next available binding site ahead of the previous 
front foot. The foot binds at the new site, progressing the 
motor protein centre of mass by one binding site and gen-
erating processive motion of the motor and attached mi-
tochondria  [53] . The molecular motors are vanishingly 
small when compared to the size of the cargo (mitochon-
dria) moved ( fig.  4 b), which emphasizes the enormous 
power generated by kinesin and dynein. Indeed, the pow-
er to weight ratio of kinesin far exceeds that of modern jet 
engines  [50] .
 In native cell types motor-driven displacement is less 
frequently observed ( fig. 3 ) and mitochondria may not 
move at all  [26, 54] . In the cardiovascular system, par-
ticularly little is known of mitochondrial movement in 
native cells. In adult heart cells and the intact heart, while 
all the necessary proteins for mitochondrial motion to oc-
cur are expressed, current research has been unsuccessful 
in measuring mitochondrial motion, i.e. there are no
reports showing significant mitochondrial movements. 
The only changes detected in adult heart cells has been a 
restricted Brownian motion which was attributed to mor-
phological changes of the organelle arising from contrac-
tion and expansion of the mitochondrial matrix (con-
densed/orthodox transitions)  [54] . In native vascular 
smooth muscle cells the great majority of mitochondria 
show only a restricted Brownian displacement, which 
does not significantly displace the organelle from its posi-
tion ( fig. 3 )  [26] .
 Functional Significance of Mitochondrial Motion  
 While significant advances have been made on the 
identity of proteins mediating and regulating mitochon-
drial movement, an understanding of the physiological 
purpose and cellular function of mitochondrial motion
is much more preliminary. The function of one type of 
mitochondrial dynamics, motor-driven displacement, is 
probably most studied in neurons  [8, 55, 56] . Mitochon-
dria are synthesized in the neuronal cell body  [57] and 
then transported down the axon  [58] . Damaged mito-
chondria, such as those unable to maintain the mem-
brane potential (i.e. depolarised), are, it is proposed, 
transported back towards the cell body for degradation 
 [46] . This hypothesis is supported by the observation that 
depolarising mitochondria using the complex III inhibi-
tor antimycin, or complex I inhibitor annonacin, in-
creased mitochondrial movement towards the cell body 
(retrograde) but had little effect on mitochondrial move-
ment away (anterograde) from the cell body  [46, 59] . 
However, there is conflicting data  [60] . Mitochondrial 
depolarisation using the uncouplers CCCP and FCCP 
blocked all cytoplasmic transport, while another depola-
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rising agent, DNP (also an uncoupler), affected none  [61] . 
Disrupting mitochondrial function by depleting mtDNA, 
which leads to disruption of the respiratory chain and in-
creased susceptibility to oxidative stress, approximately 
doubled bidirectional movement of mitochondria (retro-
grade and anterograde) and mitochondrial density along 
the proximal axons increased  [62] . Together, these obser-
vations are not fully compatible with the proposal that 
compromised neuronal mitochondria are transported for 
degradation to occur and further study is required.
 Another proposal to explain the physiological signifi-
cance of mitochondrial movement arises from the obser-
vation of a dramatic repositioning of the organelle during 
chemotactic migration in lymphocytes. Mitochondria re-
distribute to the rear of the moving activated T cells (the 
uropod) where they are thought to provide ATP to main-
tain cell motor activities  [63] . Mitochondrial movement 
may also be required to support cell migration in cancer 
cells. In breast cancer cells, mitochondria appear to move 
to the front of the cell (leading edge) during directed 
movement. Experimental manoeuvres that reduced mi-
tochondrial movement (e.g. by generating elongated mi-
tochondria or clusters) suppressed chemoattractant-in-
duced recruitment of mitochondria to lamellipodial re-
gions, inhibited lamellipodia formation and reduced the 
metastatic abilities of breast cancer cells  [64] . Increasing 
mitochondrial movement (by reducing the size of mito-
chondria) resulted in more mitochondria in lamellipodia 
regions, increased lamellipodia formation and enhanced 
metastatic abilities of breast cancer cells  [64] .
 Motor-driven displacement of mitochondria has been 
linked frequently to positioning the organelle at locations 
where there is an energy demand  [48, 65] . This hypoth-
esis presumably requires that significant ATP gradients 
occur, although direct evidence for supporting the pro-
posal is lacking. Indeed, in an interesting experiment de-
signed to study ATP gradients, mature mouse oocytes 
(which rely entirely on mitochondria for ATP produc-
tion) were centrifuged so that the entire mitochondrial 
complement was displaced to one side of the oocyte. After 
centrifugation, when mitochondria were restricted to one 
side of the oocyte, no [ATP] gradient (measured with lu-
ciferase imaging) existed across the cytoplasm between 
the 50-μm mitochondria-free end of the oocyte and the 
region which contained mitochondria [Prof. Karl Swann, 
University of Cardiff, pers. commun.]. These results sug-
gest that ATP diffusion was rapid enough to prevent gra-
dients developing in resting cells.
 On the other hand, changes in ATP levels throughout 
the cell (i.e. global [ATP]) may correlate with mitochon-
dria undergoing translocation and aggregation during 
oocyte maturation  [66] . Bursts of global [ATP] increases 
occurred as mitochondria underwent translocation and 
aggregated into clusters in the perinuclear region  [66] . 
While the mechanism that links the extent of clustering 
of mitochondria and the ability of the organelle to gener-
ate ATP is not clear  [66] , these observations none-the-less 
highlight a physiological consequence of a change in mi-
tochondrial behaviour.
 One way mitochondrial positioning to certain parts of 
the cell may occur is by increases in [Ca 2+ ] c inhibiting 
motor-driven mitochondrial movement  [8, 67–69] to lo-
cate the organelle where cell activity is increased (as as-
sessed by Ca 2+ signals). Mitochondria positioned at these 
sites may then modulate the signals themselves. The sub-
plasma membrane localization of mitochondria in T lym-
phocytes and smooth muscle modulated the plasma 
membrane store-operated ion channel and Na + /Ca 2+ ex-
changer activity, respectively  [70, 71] , while mitochon-
dria near the sarcoplasmic reticulum  [72] exerted a sig-
nificant control over Ca 2+ release by modulating the ac-
tivity of IP 3 receptor clusters in smooth muscle  [73] .
 The notable absence of movement in native cells con-
trasted with the pronounced movement in rapidly divid-
ing cultured vascular myocytes ( fig. 3 ) and led us to hy-
pothesize that motion was a requirement for proliferation 
to occur  [26] . We found that mitochondria, in intact re-
sistance arteries, were largely immobile. However, signif-
icantly, in a small number of cells in the intact resistance 
artery, mitochondrial movement occurred. This observa-
tion was one of the few direct observations of mitochon-
drial motion in any intact tissue and remains the only 
observation in intact tissue in the cardiovascular system. 
We speculated that cells in which mitochondrial move-
ment occurred may be undergoing proliferation. In sup-
port, when proliferation was encouraged in the intact ar-
tery in organ culture, the extent of mitochondrial motion 
in the intact artery increased. When mitochondrial mo-
tion was reduced, proliferation was inhibited, as revealed 
by decreased expression of proliferative markers (in in-
tact arteries) and  3 H thymidine uptake (in cultured cells) 
 [26] . Fluorescence-activated cell sorting, FACS, was used 
to examine cell cycle distribution and revealed that sup-
pressing mitochondrial movement increased the fraction 
of cells in G0/G1 and decreased those in the S phase  [26] . 
Disturbing mitochondrial behaviour may result in mitot-
ic chromosome misalignment during mitosis  [38] and ac-
tivate the G0/G1 checkpoint in the succeeding cell cycle 
 [26] . Together, these observations suggest that mitochon-
dria are adaptable and may switch between being rigidly 
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immobile to being highly mobile entities as vascular 
smooth muscle switches from native nonproliferative to 
a proliferative form. This mitochondrial plasticity is an 
essential mechanism for the development of smooth 
muscle proliferation.
 In a related but separate proposal, mitochondrial 
movement between cells may trigger proliferation in 
multipotent mesenchymal cells. When maintained in co-
cultures, mitochondria moved from vascular smooth 
muscle to multipotent mesenchymal cells via tunnelling 
nanotubes. The mitochondrial movement increased pro-
liferation of multipotent mesenchymal cells  [74] .
 Thus, the precise functions served by mitochondrial 
movement are not yet clear, though several possibilities 
exist. Mitochondrial movement may be involved in the 
organelles’ turnover, localized ATP provision or cell pro-
liferation.
 Mitochondrial Shape Changes 
 Kinesin- and dynein-dependent movement of mito-
chondria along microtubules requires cargo of a particu-
lar size for transport to take place. A mitochondrial net-
work, therefore, must be divided into smaller organelles 
that can be moved readily by the motors  [65] . To this end, 
the machinery that transports mitochondria is probably 
coordinated with another type of dynamic behaviour – 
that of combining (via fusion) or separating (via fission) 
mitochondria.
 Fusion and fission operate on the two lipid bilayers 
that surround mitochondria and are achieved by several 
proteins that are sometimes referred to as ‘mitochondria-
shaping proteins’. These proteins are dynamin-related 
guanosine triphosphatases (GTPases)  [75] and include 
the fusion proteins mitofusin (Mfn1 and Mfn2) and optic 
atrophy 1 protein (Opa1) and the fission proteins, dyna-
min-related protein 1 (Drp1) and its outer mitochondrial 
membrane adaptor fission protein 1 (hFis1)  [75] .
 Mfn1 and Mfn2 are located in the outer mitochondri-
al membrane  [76] and are involved in the first step in fu-
sion. Mfn1/2 in one mitochondrion interacts with mito-
fusins on another to tether adjacent organelles  [77] . GTP 
hydrolysis contributes to the next step in fusing the outer 
membranes. When GTPase activity is prevented, mito-
chondria tether but do not fuse  [78] . Opa1 is also required 
for fusion to occur. Opa1 is either in the intermembrane 
space or bound to the surface of the inner mitochondrial 
membrane, and is required to tether and fuse the inner 
membrane of the organelle  [79] .
Fission/fusion
Growth
Structural
reorganisationiii
viii
ix
vi
vii
x
i, iii, iv
v
i
ii
iv
a
b
c
d
e
f
g
 Fig. 5. Proposed routes for dynamic changes 
in mitochondrial morphology. By fission, 
fusion, growth and structural reorganisa-
tion, mitochondria continuously remodel to 
create a diverse range of morphologies. The 
diagram structures  (i–x) and the associated 
arrows illustrate potential routes of mor-
phological change, alongside representative 
live-cell images of mitochondria from cells 
stained with MitoTracker Green ( a–g ). 
Globular ( i ,  a ) and rod-like structures ( ii–iv , 
 a ) can be transformed into both branched 
( v ,  b ) and curved structures ( vi–vii ,  c ,  d ), 
whilst elongated rod-like mitochondria can 
fragment into multiple smaller mitochon-
dria ( viii–x ,  e–g ).  e–g Images are taken 
from a single image series, a movie of which 
is provided in the supplementary material 
(online suppl. video 2, ‘sausage string mov-
ie’ running at  ∼ 40× real-time speed). The 
magnification is the same for all images and 
the yellow scale bar ( a ) = 5 μm. 
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 Mammalian mitochondria undergo fission by the in-
teraction of the cytosolic protein Drp1 and outer mito-
chondrial membrane-anchored protein hFis1. Drp1 is re-
cruited from the cytosol by hFis1 to form spirals around 
mitochondria that constrict to sever both inner and outer 
membranes. The endoplasmic reticulum (ER) may play 
an active role in determining the sites of mitochondrial 
fission. Drp1 assembles on mitochondria at sites of mito-
chondrial-ER contact to evoke mitochondrial fission at 
sites close to the ER  [80] . At the mitochondria-ER inter-
action site, another protein, inverted formin 2, may also 
contribute to fission by acting to polymerize actin to ini-
tiate mitochondrial constriction and facilitate Drp1 ring 
assembly at the constriction site  [81] .
 Fission and fusion interact to create a diversity of mi-
tochondrial structures ( fig. 5 ; online suppl. video 1). The 
arrangements generated include rods of various lengths, 
sausage string appearance, looped structures and various 
branched and network arrangements ( fig. 5 ; online suppl. 
videos 1 and 2). Fission and fusion are widely observed in 
cultured cells but are infrequent events in native cells  [9] . 
Nonetheless, some support for the occurrence of fusion, 
at least, in native cells is found in the EM observation that 
mitochondria were in contact at points of electron-dense 
plaques  [16] . This observation suggested outer mito-
chondrial membrane tethering occurred in native skeletal 
muscle  [16] . Evidence for the complete fusion of the or-
ganelle in native cells comes from work in mouse skeletal 
muscle which was modified to express a mitochondrial-
targeted photoactivatable green fluorescent protein 
(GFP)  [82] . On photoactivation the matrix-located GFP 
moved among neighbouring mitochondria, indicating 
that mitochondrial fusion occurred even though the or-
ganelle appears static and well organised  [82] . In native 
cardiac muscle maintained in short-term culture (3 days), 
a matrix-located fluorophore also moved among neigh-
bouring mitochondria either via transient fusion (‘kiss 
and run’  [83] ) events or transient formation of a connect-
ing nanotubular system  [84] .
 Functional Significance of Fission and Fusion 
 In various cardiovascular models (e.g. coronary liga-
tion  [85] , ischemia reperfusion injury  [86, 87] , pulmo-
nary hypertension  [33] , diabetes mellitus  [14] ) mito-
chondria change to become unusually large or small  [88] , 
suggesting that fission or fusion may have occurred (al-
though not directly observed). Significantly, at least in 
some cases, preventing the changes in mitochondrial 
shape may be protective. The small-molecule mitochon-
drial fission inhibitor Mdivi-1 reduced cardiomyocyte 
cell death after ischemia-reperfusion and reduced myo-
cardial infarct size in vivo in mice subjected to coronary 
artery occlusion  [86] . Mdivi-1 also reduced tubular cell 
apoptosis and kidney damage during renal ischemia/re-
perfusion injury  [87] . In pulmonary hypertension, inhib-
iting fission with Mdivi-1 reduced the muscularization
of small pulmonary arteries in pulmonary hypertensive 
animals. This effect decreased pulmonary vascular resis-
tance and right ventricular hypertrophy and increased 
exercise capacity  [33] . This experimental work suggests 
that mitochondrial reshaping is important in the changes 
that occur in disease.
 Additional support for the importance of fission and 
fusion to normal physiological function is found, it is pro-
posed, from the consequences of disrupting the function 
of proteins involved in fusion and fission. Mice with mu-
tations in Mfn1, Mfn2 or Opa1 do not survive gestation 
 [89] . In humans, Mfn2 mutations cause defects in periph-
eral neurons and are associated with Charcot-Marie-
Tooth type 2A neuropathy  [90] , a condition producing 
motor and sensory deficits. Opa1 is mutated in a neuro-
ophthalmic condition (dominant optic atrophy) in which 
there is degeneration of the optic nerves, causing visual 
loss  [90] . Mutations in proteins contributing to mito-
chondrial fission can also be lethal. Mice lacking Drp1 do 
not survive gestation  [91] and interfering RNA directed 
against Drp1 is lethal in  Caenorhabditis elegans embryos 
 [92] .
 The diversity and quantity of serious physiological 
changes which arise from mutations in the proteins con-
trolling mitochondrial fusion and fission are interpreted 
widely as evidence both for the occurrence of mitochon-
drial dynamics in the form of fission and fusion and for 
an obligatory physiological requirement of the processes. 
However, correlation rather than causality has been es-
tablished. The experimental procedures on which the 
conclusion of an obligatory physiological requirement for 
mitochondrial dynamics relies on the manipulation of 
the fission and fusion proteins (e.g. Mfn, Opa1 and Drp1), 
not mitochondrial-shape or dynamics per se. Significant-
ly, the proteins involved in mitochondrial fusion and fis-
sion (e.g. Mfn, Opa1 and Drp1) contribute to other cell 
activities that are critical for physiological function but 
unrelated to mitochondrial morphology transitions. For 
example, overexpression of Mfn2 suppresses, and down-
regulation of Mfn2 increases, vascular smooth muscle 
proliferation completely independently of the role of 
Mfn2 in mitochondrial-shaping activity  [93] . Increased 
expression of Mfn2 triggers, and silencing Mfn2 protects 
against, vascular smooth muscle apoptosis, again in a way 
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that is independent of mitochondrial fusion  [94] . Mfn 
also tethers mitochondria and endoplasmic reticulum 
with significant consequences for Ca 2+ signalling  [95, 96] . 
Mfn2 controls the expression of genes that encode pro-
teins required for oxidative phosphorylation to occur 
(complexes I, II, III and V) via a mechanism that is com-
pletely unrelated to the protein’s role in mitochondrial 
fusion  [97] . Mfn2 downregulation represses the expres-
sion of nuclear-encoded subunits of complexes I, II, III 
and V and, presumably as a consequence, reduces the mi-
tochondrial membrane potential  [97] . Opa1 anchors A-
kinase to lipid droplets to control perilipin phosphoryla-
tion and the breakdown of lipids  [98] , and can remodel 
mitochondrial cristae by a mechanism that is indepen-
dent of the protein’s role in fusion  [99] . Drp1 localizes to 
peroxisomes and is essential for peroxisomal fission, a 
role independent of mitochondrial shaping  [100] . Alter-
ing any of these processes by manipulating ‘mitochondri-
al-shaping proteins’ (Mfn, Opa1 and Drp1) could have 
significant physiological consequences, all of which are 
unrelated to mitochondria fission and fusion.
 Indeed, at the cellular level, the precise physiological 
consequences that occur when fission and fusion are dis-
rupted are uncertain. Mitochondrial fission and fusion 
have been linked to apoptosis and mitochondrial quality 
control via autophagy (mitophagy), but there is an abun-
dance of contradictory data. For example, at an early stage 
in apoptosis, mitochondria fragment  [101] , which is an 
observation interpreted as mitochondrial fission contrib-
uting to apoptosis. Support is found in the observation 
that disrupting Drp1 may alter apoptosis  [101, 102] . 
Dominant-negative Drp1 and interfering RNA that is
directed against Drp1 each prevent mitochondrial frag-
mentation during apoptosis and, interestingly, also re-
duce apoptosis  [101] . However, in other studies, en-
hanced mitochondrial fission did not induce but rather 
protected against apoptosis  [40, 103, 104] . Substantial 
Drp1 overexpression, and increased mitochondrial fis-
sion, induced neither necrotic nor apoptotic cell death 
and prevented Ca 2+ -dependent apoptosis  [40] .
 Mitochondria fission may also be required to seg- 
regate dysfunctional mitochondria for degradation by
mitophagy  [105] . The process may permit damaged mi-
tochondria or mitochondria with mutated DNA to be
removed. Indeed, Drp1 overexpression (resulting in frag-
mentation of mitochondria) promoted mitophagy, while 
overexpression of a dominant-negative form of Drp1 
(Drp1 K38A ) prevented elimination of the organelle  [105] . 
Additionally, Mfn1/2 must dissociate from mitochondria 
for mitophagy to proceed  [106] . These observations sug-
gest that dissociation of fusion proteins and increased fis-
sion must occur for mitophagy to progress. On the other 
hand, mitochondrial fission occurs normally in healthy 
cells without leading to mitophagy and a lack of mito-
chondrial fission may lead to mitochondrial oxidative 
damage, loss of mitochondrial DNA and increased mi-
tophagy  [107] .
 Thus, manipulating the proteins that are involved in 
the fission and fusion of mitochondria alters several cel-
lular activities, but the precise consequences, and indeed 
the fundamental underlying physiological cause of the 
changes, are unclear. Part of the difficulty in unravelling 
the contribution of fission and fusion is that the proteins 
involved perform several functions that are unrelated to 
mitochondrial reshaping. Significantly, work at the cel-
lular level has been almost exclusively on cultured cells 
and much less is known in native cells.
 In conclusion, mitochondrial structural diversity aris-
es from the organelle switching from being static to mov-
ing almost constantly or fusing and dividing in a dynam-
ic, constantly reshaping network ( fig.  5 ; online suppl.
video 1). The processes that give rise to the changes in 
mitochondrial morphology, motion and shape interact 
closely to determine the mitochondrial arrangement 
( fig. 5 ). Mitochondrial dynamics are observed frequently 
in cultured cells and less so in native cell types. Nonethe-
less, in native vascular smooth muscle, significant chang-
es in mitochondrial organisation occur during stress and 
proliferation. Indeed, it is clear that mitochondrial struc-
ture is controlled by cell activities. Conversely, while it is 
probable that the changing structure critically regulates 
several cell functions, precisely what role the various mi-
tochondria arrangements perform in cell function is not 
understood. New methodologies to study mitochondrial 
phenotypes, particularly in native cells, are necessary to 
unravel the relationship between mitochondrial structure 
and function.
 Acknowledgements 
 This work was funded by the Wellcome Trust (092292/Z/10/Z), 
British Heart Foundation (PG/11/70/29086) and EPSRC; their 
support is gratefully acknowledged.
 
D
ow
nl
oa
de
d 
by
: 
D
ur
ha
m
 U
ni
ve
rs
ity
   
   
   
   
   
   
   
   
   
   
   
   
  
12
9.
23
4.
25
2.
65
 - 
6/
2/
20
14
 1
2:
35
:5
0 
PM
 Mitochondria Morphology and Function  J Vasc Res 2013;50:357–371 
DOI: 10.1159/000353883
369
 References 
 1 Hajnoczky G, Hager R, Thomas AP: Mito-
chondria suppress local feedback activation of 
inositol 1,4,5-trisphosphate receptors by 
Ca 2+ . J Biol Chem 1999; 274: 14157–14162. 
 2 Narayanan D, Xi Q, Pfeffer LM, Jaggar JH: 
Mitochondria control functional cav1.2 ex-
pression in smooth muscle cells of cerebral 
arteries. Circ Res 2010; 107: 631–641. 
 3 Chalmers S, Olson ML, MacMillan D, Rain-
bow RD, McCarron JG: Ion channels in 
smooth muscle: regulation by the sarcoplas-
mic reticulum and mitochondria. Cell Calci-
um 2007; 42: 447–466. 
 4 Wallace DC: Mitochondrial diseases in man 
and mouse. Science 1999; 283: 1482–1488. 
 5 Tandler B, Hoppel CL: Studies on giant mito-
chondria. Ann NY Acad Sci 1986; 488: 65–81. 
 6 Ogawa K, Noguchi H, Tsuji M, Sasaki F: Star-
vation induces the formation of giant mito-
chondria in gastric parietal cells of guinea 
pigs. J Electron Microsc (Tokyo) 2003; 52: 
 217–225. 
 7 Liu X, Hajnoczky G: Ca 2+ -dependent regula-
tion of mitochondrial dynamics by the miro-
milton complex. Int J Biochem Cell Biol 2009; 
 41: 1972–1976. 
 8 Wang X, Schwarz TL: The mechanism of 
Ca 2+ -dependent regulation of kinesin-medi-
ated mitochondrial motility. Cell 2009; 136: 
 163–174. 
 9 Das S, Hajnoczky N, Antony AN, Csordas
G, Gaspers LD, Clemens DL, Hoek JB, 
Hajnoczky G: Mitochondrial morphology 
and dynamics in hepatocytes from normal 
and ethanol-fed rats. Pflügers Arch 2012; 464: 
 101–109. 
 10 Nixon GF, Mignery GA, Somlyo AV: Immu-
nogold localization of inositol 1,4,5-trisphos-
phate receptors and characterization of ultra-
structural features of the sarcoplasmic reticu-
lum in phasic and tonic smooth muscle. J 
Muscle Res Cell Motil 1994; 15: 682–700. 
 11 Devine CE, Somlyo AV, Somlyo AP: Sarco-
plasmic reticulum and excitation-contraction 
coupling in mammalian smooth muscles. J 
Cell Biol 1972; 52: 690–718. 
 12 Dai J, Kuo KH, Leo JM, van Breemen C, Lee 
CH: Rearrangement of the close contact be-
tween the mitochondria and the sarcoplasmic 
reticulum in airway smooth muscle. Cell Cal-
cium 2005; 37: 333–340. 
 13 Taggart MJ, Wray S: Contribution of sarco-
plasmic reticular calcium to smooth muscle 
contractile activation: gestational dependence 
in isolated rat uterus. J Physiol 1998; 511: 133–
144. 
 14 Shenouda SM, Widlansky ME, Chen K, Xu G, 
Holbrook M, Tabit CE, Hamburg NM, Frame 
AA, Caiano TL, Kluge MA, Duess MA, Levit 
A, Kim B, Hartman ML, Joseph L, Shirihai 
OS, Vita JA: Altered mitochondrial dynamics 
contributes to endothelial dysfunction in dia-
betes mellitus. Circulation 2011; 124: 444–
453. 
 15 Ogata T, Murata F: Cytological features of 
three fiber types in human striated muscle. 
Tohoku J Exp Med 1969; 99: 225–245. 
 16 Picard M, White K, Turnbull DM: Mitochon-
drial morphology, topology, and membrane 
interactions in skeletal muscle: a quantitative 
three-dimensional electron microscopy 
study. J Appl Physiol 2013; 114: 161–171. 
 17 Park MK, Ashby MC, Erdemli G, Petersen OH, 
Tepikin AV: Perinuclear, perigranular and sub-
plasmalemmal mitochondria have distinct 
functions in the regulation of cellular calcium 
transport. Embo J 2001; 20: 1863–1874. 
 18 Hom J, Sheu SS: Morphological dynamics of 
mitochondria – a special emphasis on cardiac 
muscle cells. J Mol Cell Cardiol 2009; 46: 811–
820. 
 19 Shimada T, Horita K, Murakami M, Ogura R: 
Morphological studies of different mitochon-
drial populations in monkey myocardial cells. 
Cell Tissue Res 1984; 238: 577–582. 
 20 Hoffmann HP, Avers CJ: Mitochondrion of 
yeast: ultrastructural evidence for one giant, 
branched organelle per cell. Science 1973; 181: 
 749–751. 
 21 Bereiter-Hahn J, Voth M, Mai S, Jendrach M: 
Structural implications of mitochondrial dy-
namics. Biotechnol J 2008; 3: 765–780. 
 22 Rizzuto R, Pinton P, Carrington W, Fay FS, 
Fogarty KE, Lifshitz LM, Tuft RA, Pozzan T: 
Close contacts with the endoplasmic reticu-
lum as determinants of mitochondrial Ca 2+ 
responses. Science 1998; 280: 1763–1766. 
 23 De Giorgi F, Lartigue L, Ichas F: Electrical 
coupling and plasticity of the mitochondrial 
network. Cell Calcium 2000; 28: 365–370. 
 24 Jezek P, Plecita-Hlavata L: Mitochondrial re-
ticulum network dynamics in relation to oxi-
dative stress, redox regulation, and hypoxia. 
Int J Biochem Cell Biol 2009; 41: 1790–1804. 
 25 Peng JY, Lin CC, Chen YJ, Kao LS, Liu YC, 
Chou CC, Huang YH, Chang FR, Wu YC, 
Tsai YS, Hsu CN: Automatic morphological 
subtyping reveals new roles of caspases in mi-
tochondrial dynamics. PLoS Comput Biol 
2011; 7:e1002212. 
 26 Chalmers S, Saunter C, Wilson C, Coats P, 
Girkin JM, McCarron JG: Mitochondrial mo-
tility and vascular smooth muscle prolifera-
tion. Arterioscler Thromb Vasc Biol 2012; 32: 
 3000–3011. 
 27 Collins TJ, Berridge MJ, Lipp P, Bootman 
MD: Mitochondria are morphologically and 
functionally heterogeneous within cells. 
Embo J 2002; 21: 1616–1627. 
 28 Chalmers S, McCarron JG: The mitochondri-
al membrane potential and Ca 2+ oscillations 
in smooth muscle. J Cell Sci 2008; 121: 75–85. 
 29 Avlonitis N, Chalmers S, McDougall C, Stan-
ton-Humphreys MN, Brown CT, McCarron 
JG, Conway SJ: Caged ag10: new tools for spa-
tially predefined mitochondrial uncoupling. 
Mol Biosyst 2009; 5: 450–457. 
 30 Chalmers S, Caldwell ST, Quin C, Prime TA, 
James AM, Cairns AG, Murphy MP, McCar-
ron JG, Hartley RC: Selective uncoupling of 
individual mitochondria within a cell using a 
mitochondria-targeted photoactivated proto-
nophore. J Am Chem Soc 2012; 134: 758–761. 
 31 O’Reilly CM, Fogarty KE, Drummond RM, 
Tuft RA, Walsh JV Jr: Spontaneous mito-
chondrial depolarizations are independent of 
SR Ca 2+ release. Am J Physiol Cell Physiol 
2004; 286:C1139–C1151. 
 32 O’Reilly CM, Fogarty KE, Drummond RM, 
Tuft RA, Walsh JV Jr: Quantitative analysis of 
spontaneous mitochondrial depolarizations. 
Biophys J 2003; 85: 3350–3357. 
 33 Marsboom G, Toth PT, Ryan JJ, Hong Z, Wu 
X, Fang YH, Thenappan T, Piao L, Zhang HJ, 
Pogoriler J, Chen Y, Morrow E, Weir EK, 
Rehman J, Archer SL: Dynamin-related pro-
tein 1-mediated mitochondrial mitotic fis-
sion permits hyperproliferation of vascular 
smooth muscle cells and offers a novel thera-
peutic target in pulmonary hypertension. Circ 
Res 2012; 110: 1484–1497. 
 34 Wali MA, Eid RA, Al-Homrany MA: Smooth 
muscle changes in the cephalic vein of renal 
failure patients before use as an arteriovenous 
fistula (AVF). J Smooth Muscle Res 2002; 38: 
 75–85. 
 35 Romanello V, Guadagnin E, Gomes L, Roder 
I, Sandri C, Petersen Y, Milan G, Masiero E, 
Del Piccolo P, Foretz M, Scorrano L, Rudolf 
R, Sandri M: Mitochondrial fission and re-
modelling contributes to muscle atrophy. 
Embo J 2010; 29: 1774–1785. 
 36 Hackenbrock CR: Ultrastructural bases for 
metabolically linked mechanical activity in 
mitochondria. I. Reversible ultrastructural 
changes with change in metabolic steady state 
in isolated liver mitochondria. J Cell Biol 
1966; 30: 269–297. 
 37 Westermann B: Bioenergetic role of mito-
chondrial fusion and fission. Biochim Bio-
phys Acta 2012; 1817: 1833–1838. 
 38 Mitra K, Wunder C, Roysam B, Lin G, Lippin-
cott-Schwartz J: A hyperfused mitochondrial 
state achieved at G1-S regulates cyclin E 
buildup and entry into S phase. Proc Natl 
Acad Sci USA 2009; 106: 11960–11965. 
 39 Benard G, Bellance N, James D, Parrone P, Fer-
nandez H, Letellier T, Rossignol R: Mitochon-
drial bioenergetics and structural network or-
ganization. J Cell Sci 2007; 120: 838–848. 
 40 Szabadkai G, Simoni AM, Chami M, Wie-
ckowski MR, Youle RJ, Rizzuto R: Drp-1-de-
pendent division of the mitochondrial net-
work blocks intraorganellar Ca 2+ waves and 
protects against Ca 2+ -mediated apoptosis. 
Mol Cell 2004; 16: 59–68. 
 41 Al-Mehdi AB, Pastukh VM, Swiger BM, Reed 
DJ, Patel MR, Bardwell GC, Pastukh VV, 
Alexeyev MF, Gillespie MN: Perinuclear mi-
tochondrial clustering creates an oxidant-rich 
nuclear domain required for hypoxia-in-
duced transcription. Sci Signal 2012; 5:ra47. 
D
ow
nl
oa
de
d 
by
: 
D
ur
ha
m
 U
ni
ve
rs
ity
   
   
   
   
   
   
   
   
   
   
   
   
  
12
9.
23
4.
25
2.
65
 - 
6/
2/
20
14
 1
2:
35
:5
0 
PM
 McCarron  /Wilson  /Sandison  /Olson  /
Girkin  /Saunter  /Chalmers  
 
 J Vasc Res 2013;50:357–371 
DOI: 10.1159/000353883
370
 42 Morris RL, Hollenbeck PJ: The regulation of 
bidirectional mitochondrial transport is coor-
dinated with axonal outgrowth. J Cell Sci 
1993; 104: 917–927. 
 43 Li Z, Okamoto K, Hayashi Y, Sheng M: The 
importance of dendritic mitochondria in the 
morphogenesis and plasticity of spines and 
synapses. Cell 2004; 119: 873–887. 
 44 Saunter CD, Perng MD, Love GD, Quinlan 
RA: Stochastically determined directed move-
ment explains the dominant small-scale mito-
chondrial movements within non-neuronal 
tissue culture cells. FEBS Lett 2009; 583: 1267–
1273. 
 45 Miller KE, Sheetz MP: Direct evidence for co-
herent low velocity axonal transport of mito-
chondria. J Cell Biol 2006; 173: 373–381. 
 46 Miller KE, Sheetz MP: Axonal mitochondrial 
transport and potential are correlated. J Cell 
Sci 2004; 117: 2791–2804. 
 47 Frederick RL, Shaw JM: Moving mitochon-
dria: establishing distribution of an essential 
organelle. Traffic 2007; 8: 1668–1675. 
 48 MacAskill AF, Kittler JT: Control of mito-
chondrial transport and localization in neu-
rons. Trends Cell Biol 2009; 20: 102–112. 
 49 Kang JS, Tian JH, Pan PY, Zald P, Li C, Deng 
C, Sheng ZH: Docking of axonal mitochon-
dria by syntaphilin controls their mobility 
and affects short-term facilitation. Cell 2008; 
 132: 137–148. 
 50 Block SM: Kinesin: what gives? Cell 1998; 93: 
 5–8. 
 51 Gross SP, Vershinin M, Shubeita GT: Cargo 
transport: two motors are sometimes better 
than one. Curr Biol 2007; 17:R478–R486. 
 52 Mallik R, Carter BC, Lex SA, King SJ, Gross 
SP: Cytoplasmic dynein functions as a gear in 
response to load. Nature 2004; 427: 649–652. 
 53 Atzberger PJ, Peskin CS: A brownian dynam-
ics model of kinesin in three dimensions in-
corporating the force-extension profile of the 
coiled-coil cargo tether. Bull Math Biol 2006; 
 68: 131–160. 
 54 Beraud N, Pelloux S, Usson Y, Kuznetsov AV, 
Ronot X, Tourneur Y, Saks V: Mitochondrial 
dynamics in heart cells: very low amplitude 
high frequency fluctuations in adult cardio-
myocytes and flow motion in non beating 
Hl-1 cells. J Bioenerg Biomembr 2009; 41: 
 195–214. 
 55 Pilling AD, Horiuchi D, Lively CM, Saxton 
WM: Kinesin-1 and dynein are the primary 
motors for fast transport of mitochondria in 
 Drosophila motor axons. Mol Biol Cell 2006; 
 17: 2057–2068. 
 56 Kerschensteiner M, Reuter MS, Lichtman JW, 
Misgeld T: Ex vivo imaging of motor axon dy-
namics in murine triangularis sterni explants. 
Nat Protoc 2008; 3: 1645–1653. 
 57 Davis AF, Clayton DA: In situ localization of 
mitochondrial DNA replication in intact 
mammalian cells. J Cell Biol 1996; 135: 883–
893. 
 58 Hollenbeck PJ: The pattern and mechanism 
of mitochondrial transport in axons. Front 
Biosci 1996; 1:d91–d102. 
 59 Escobar-Khondiker M, Hollerhage M, Muriel 
MP, Champy P, Bach A, Depienne C, Re-
spondek G, Yamada ES, Lannuzel A, Yagi T, 
Hirsch EC, Oertel WH, Jacob R, Michel PP, 
Ruberg M, Hoglinger GU: Annonacin, a
natural mitochondrial complex I inhibitor, 
causes tau pathology in cultured neurons. J 
Neurosci 2007; 27: 7827–7837. 
 60 Verburg J, Hollenbeck PJ: Mitochondrial 
membrane potential in axons increases with 
local nerve growth factor or semaphorin sig-
naling. J Neurosci 2008; 28: 8306–8315. 
 61 Hollenbeck PJ, Bray D, Adams RJ: Effects of 
the uncoupling agents FCCP and CCCP on 
the saltatory movements of cytoplasmic or-
ganelles. Cell Biol Int Rep 1985; 9: 193–199. 
 62 Baqri RM, Turner BA, Rheuben MB, Ham-
mond BD, Kaguni LS, Miller KE: Disruption 
of mitochondrial DNA replication in  Dro-
sophila increases mitochondrial fast axonal 
transport in vivo. PLoS One 2009; 4:e7874. 
 63 Campello S, Lacalle RA, Bettella M, Manes S, 
Scorrano L, Viola A: Orchestration of lym-
phocyte chemotaxis by mitochondrial dy-
namics. J Exp Med 2006; 203: 2879–2886. 
 64 Zhao J, Zhang J, Yu M, Xie Y, Huang Y, Wolff 
DW, Abel PW, Tu Y: Mitochondrial dynam-
ics regulates migration and invasion of breast 
cancer cells. Oncogene 2012, E-pub ahead of 
print. 
 65 Hollenbeck PJ, Saxton WM: The axonal 
transport of mitochondria. J Cell Sci 2005; 
 118: 5411–5419. 
 66 Yu Y, Dumollard R, Rossbach A, Lai FA, 
Swann K: Redistribution of mitochondria 
leads to bursts of ATP production during 
spontaneous mouse oocyte maturation. J Cell 
Physiol 2010; 224: 672–680. 
 67 Yi M, Weaver D, Hajnoczky G: Control of mi-
tochondrial motility and distribution by the 
calcium signal: a homeostatic circuit. J Cell 
Biol 2004; 167: 661–672. 
 68 Rintoul GL, Filiano AJ, Brocard JB, Kress GJ, 
Reynolds IJ: Glutamate decreases mitochon-
drial size and movement in primary forebrain 
neurons. J Neurosci 2003; 23: 7881–7888. 
 69 Brough D, Schell MJ, Irvine RF: Agonist-in-
duced regulation of mitochondrial and endo-
plasmic reticulum motility. Biochem J 2005; 
 392: 291–297. 
 70 Quintana A, Schwarz EC, Schwindling C, 
Lipp P, Kaestner L, Hoth M: Sustained activ-
ity of calcium release-activated calcium chan-
nels requires translocation of mitochondria to 
the plasma membrane. J Biol Chem 2006; 281: 
 40302–40309. 
 71 Poburko D, Liao CH, van Breemen C, De-
maurex N: Mitochondrial regulation of sar-
coplasmic reticulum Ca 2+ content in vascu-
lar smooth muscle cells. Circ Res 2009; 104: 
 104–112. 
 72 McCarron JG, Olson ML: A single luminally 
continuous sarcoplasmic reticulum with ap-
parently separate Ca 2+ stores in smooth mus-
cle. J Biol Chem 2008; 283: 7206–7218. 
 73 Olson ML, Chalmers S, McCarron JG: Mito-
chondrial Ca 2+ uptake increases Ca 2+ release 
from inositol 1,4,5-trisphosphate receptor 
clusters in smooth muscle cells. J Biol Chem 
2010; 285: 2040–2050. 
 74 Vallabhaneni KC, Haller H, Dumler I: Vascu-
lar smooth muscle cells initiate proliferation 
of mesenchymal stem cells by mitochondrial 
transfer via tunneling nanotubes. Stem Cells 
Dev 2012; 21: 3104–3113. 
 75 Hoppins S, Lackner L, Nunnari J: The ma-
chines that divide and fuse mitochondria. 
Annu Rev Biochem 2007; 76: 751–780. 
 76 Santel A, Fuller MT: Control of mitochondri-
al morphology by a human mitofusin. J Cell 
Sci 2001; 114: 867–874. 
 77 Chen H, Chomyn A, Chan DC: Disruption of 
fusion results in mitochondrial heterogeneity 
and dysfunction. J Biol Chem 2005;  280: 
 26185–26192. 
 78 Eura Y, Ishihara N, Yokota S, Mihara K: Two 
mitofusin proteins, mammalian homologues 
of FZO, with distinct functions are both re-
quired for mitochondrial fusion. J Biochem 
2003; 134: 333–344. 
 79 Meeusen S, DeVay R, Block J, Cassidy-Stone 
A, Wayson S, McCaffery JM, Nunnari J: Mi-
tochondrial inner-membrane fusion and cris-
ta maintenance requires the dynamin-related 
GTPase Mgm1. Cell 2006; 127: 383–395. 
 80 Friedman JR, Lackner LL, West M, DiBene-
detto JR, Nunnari J, Voeltz GK: ER tubules 
mark sites of mitochondrial division. Science 
2011; 334: 358–362. 
 81 Korobova F, Ramabhadran V, Higgs HN: An 
actin-dependent step in mitochondrial fission 
mediated by the ER-associated formin INF2. 
Science 2013; 339: 464–467. 
 82 Pham AH, McCaffery JM, Chan DC: Mouse 
lines with photo-activatable mitochondria to 
study mitochondrial dynamics. Genesis 2012; 
 50: 833–843. 
 83 Liu X, Weaver D, Shirihai O, Hajnoczky G: 
Mitochondrial ‘kiss-and-run’: Interplay be-
tween mitochondrial motility and fusion-
fission dynamics. Embo J 2009; 28: 3074–
3089. 
 84 Huang X, Sun L, Ji S, Zhao T, Zhang W, Xu J, 
Zhang J, Wang Y, Wang X, Franzini-Arm-
strong C, Zheng M, Cheng H: Kissing and 
nanotunneling mediate intermitochondrial 
communication in the heart. Proc Natl Acad 
Sci USA 2013; 110: 2846–2851. 
 85 Chen L, Gong Q, Stice JP, Knowlton AA: Mi-
tochondrial OPA1, apoptosis, and heart fail-
ure. Cardiovasc Res 2009; 84: 91–99. 
 86 Ong SB, Subrayan S, Lim SY, Yellon DM, Da-
vidson SM, Hausenloy DJ: Inhibiting mito-
chondrial fission protects the heart against 
ischemia/reperfusion injury. Circulation 
2010; 121: 2012–2022. 
 87 Brooks C, Wei Q, Cho SG, Dong Z: Regula-
tion of mitochondrial dynamics in acute kid-
ney injury in cell culture and rodent models. 
J Clin Invest 2009; 119: 1275–1285. 
D
ow
nl
oa
de
d 
by
: 
D
ur
ha
m
 U
ni
ve
rs
ity
   
   
   
   
   
   
   
   
   
   
   
   
  
12
9.
23
4.
25
2.
65
 - 
6/
2/
20
14
 1
2:
35
:5
0 
PM
 Mitochondria Morphology and Function  J Vasc Res 2013;50:357–371 
DOI: 10.1159/000353883
371
 88 Hom J, Yu T, Yoon Y, Porter G, Sheu SS: Reg-
ulation of mitochondrial fission by intracel-
lular Ca 2+ in rat ventricular myocytes. Bio-
chim Biophys Acta 2010; 1797: 913–921. 
 89 Chen H, Detmer SA, Ewald AJ, Griffin EE, 
Fraser SE, Chan DC: Mitofusins Mfn1 and 
Mfn2 coordinately regulate mitochondrial
fusion and are essential for embryonic devel-
opment. J Cell Biol 2003; 160: 189–200. 
 90 Delettre C, Lenaers G, Griffoin JM, Gigarel N, 
Lorenzo C, Belenguer P, Pelloquin L, Gros-
george J, Turc-Carel C, Perret E, Astarie-De-
queker C, Lasquellec L, Arnaud B, Ducom-
mun B, Kaplan J, Hamel CP: Nuclear gene 
OPA1, encoding a mitochondrial dynamin-
related protein, is mutated in dominant optic 
atrophy. Nat Genet 2000; 26: 207–210. 
 91 Ishihara N, Nomura M, Jofuku A, Kato H, Su-
zuki SO, Masuda K, Otera H, Nakanishi Y, 
Nonaka I, Goto Y, Taguchi N, Morinaga H, 
Maeda M, Takayanagi R, Yokota S, Mihara K: 
Mitochondrial fission factor Drp1 is essential 
for embryonic development and synapse for-
mation in mice. Nat Cell Biol 2009; 11: 958–966. 
 92 Labrousse AM, Zappaterra MD, Rube DA, 
van der Bliek AM:  C. elegans  dynamin-related 
protein DRP-1 controls severing of the mito-
chondrial outer membrane. Mol Cell 1999; 4: 
 815–826. 
 93 Chen KH, Guo XM, Ma DL, Guo YH, Li QA, 
Yang DM, Li PF, Qiu XY, Wen SJ, Xiao RP, 
Tang JA: Dysregulation of HSG triggers vas-
cular proliferative disorders. Nature Cell Biol-
ogy 2004; 6:U872–U878. 
 94 Guo X, Chen KH, Guo Y, Liao H, Tang J, Xiao 
RP: Mitofusin 2 triggers vascular smooth 
muscle cell apoptosis via mitochondrial death 
pathway. Circ Res 2007; 101: 1113–1122. 
 95 de Brito OM, Scorrano L: Mitofusin-2 regu-
lates mitochondrial and endoplasmic reticu-
lum morphology and tethering: the role of 
Ras. Mitochondrion 2009; 9: 222–226. 
 96 de Brito OM, Scorrano L: Mitofusin 2 tethers 
endoplasmic reticulum to mitochondria. 
Nature 2008; 456: 605–610. 
 97 Pich S, Bach D, Briones P, Liesa M, Camps 
M, Testar X, Palacin M, Zorzano A: The 
Charcot-Marie-Tooth type 2A gene prod-
uct, Mfn2, up-regulates fuel oxidation 
through expression of OXPHOS system. 
Hum Mol Genet 2005; 14: 1405–1415. 
 98 Pidoux G, Witczak O, Jarnaess E, Myrvold 
L, Urlaub H, Stokka AJ, Kuntziger T, Tasken 
K: Optic atrophy 1 is an A-kinase anchoring 
protein on lipid droplets that mediates ad-
renergic control of lipolysis. Embo J 2011; 30: 
 4371–4386. 
 99 Frezza C, Cipolat S, Martins de Brito O, Mi-
caroni M, Beznoussenko GV, Rudka T, Bar-
toli D, Polishuck RS, Danial NN, De Stroo- 
per B, Scorrano L: OPA1 controls apoptotic 
cristae remodeling independently from mi-
tochondrial fusion. Cell 2006; 126: 177–189. 
 100 Li X, Gould SJ: The dynamin-like GTPase 
DLP1 is essential for peroxisome division 
and is recruited to peroxisomes in part by 
PEX11. J Biol Chem 2003; 278: 17012–17020. 
 101 Frank S, Gaume B, Bergmann-Leitner ES, 
Leitner WW, Robert EG, Catez F, Smith CL, 
Youle RJ: The role of dynamin-related pro-
tein 1, a mediator of mitochondrial fission, 
in apoptosis. Dev Cell 2001; 1: 515–525. 
 102 Karbowski M: Mitochondria on guard: role 
of mitochondrial fusion and fission in the 
regulation of apoptosis. Adv Exp Med Biol 
2010; 687: 131–142. 
 103 James DI, Martinou JC: Mitochondrial dy-
namics and apoptosis: a painful separation. 
Dev Cell 2008; 15: 341–343. 
 104 Perfettini JL, Roumier T, Kroemer G: Mito-
chondrial fusion and fission in the control of 
apoptosis. Trends Cell Biol 2005; 15: 179–
183. 
 105 Twig G, Elorza A, Molina AJ, Mohamed H, 
Wikstrom JD, Walzer G, Stiles L, Haigh SE, 
Katz S, Las G, Alroy J, Wu M, Py BF, Yuan J, 
Deeney JT, Corkey BE, Shirihai OS: Fission 
and selective fusion govern mitochondrial 
segregation and elimination by autophagy. 
Embo J 2008; 27: 433–446. 
 106 Kageyama Y, Zhang Z, Roda R, Fukaya M, 
Wakabayashi J, Wakabayashi N, Kensler 
TW, Reddy PH, Iijima M, Sesaki H: Mito-
chondrial division ensures the survival of 
postmitotic neurons by suppressing oxida-
tive damage. J Cell Biol 2012; 197: 535–551. 
 107 Parone PA, Da Cruz S, Tondera D, Matten-
berger Y, James DI, Maechler P, Barja F, 
Martinou JC: Preventing mitochondrial fis-
sion impairs mitochondrial function and 
leads to loss of mitochondrial DNA. PLoS 
One 2008; 3:e3257. 
 108 Macaskill AF, Rinholm JE, Twelvetrees AE, 
Arancibia-Carcamo IL, Muir J, Fransson A, 
Aspenstrom P, Attwell D, Kittler JT: Miro1 
is a calcium sensor for glutamate receptor-
dependent localization of mitochondria at 
synapses. Neuron 2009; 61: 541–555. 
 109 Fehr AN, Gutierrez-Medina B, Asbury CL, 
Block SM: On the origin of kinesin limping. 
Biophys J 2009; 97: 1663–1670. 
 110 Hancock WO: Intracellular transport: kine-
sins working together. Curr Biol 2008; 
 18:R715–R717. 
 111 Kural C, Kim H, Syed S, Goshima G, Gelfand 
VI, Selvin PR: Kinesin and dynein move a 
peroxisome in vivo: a tug-of-war or coordi-
nated movement? Science 2005; 308: 1469–
1472. 
 112 Muller MJ, Klumpp S, Lipowsky R: Tug-of-
war as a cooperative mechanism for bidirec-
tional cargo transport by molecular motors. 
Proc Natl Acad Sci USA 2008; 105: 4609–
4614. 
D
ow
nl
oa
de
d 
by
: 
D
ur
ha
m
 U
ni
ve
rs
ity
   
   
   
   
   
   
   
   
   
   
   
   
  
12
9.
23
4.
25
2.
65
 - 
6/
2/
20
14
 1
2:
35
:5
0 
PM
